The individual diastereomers of trimer A2'p5'A2'p(s)5'A, containing one phosphorothioate linkage, were prepared via a modified hydroxybenzotriazole phosphotriester approach. The 5'-phosphorylated derivatives of the latter compounds were obtained after phosphorylation with a 6-trifluoromethyl-1-benzotriazolyl activated phosphoromorpholidate.
INTRODUCTION
2-5A, a 2',5'-linked oligoriboadenylic acid trimer containing a 5'-terminal triphosphate function, was discovered by Kerr and Brown 1 and is thought to play an important role in the mechanism of the antiviral activity of interferon^" 4 . Due to the presence of a 2',5'-phosphodiesterase (2'-PDi), phosphodiester linkages in 2-5A are rapidly degraded . To suppress digestion of 2-5A by 2'-PDi, several synthetic analogues of 2-5A, having modifications in the aglycon part 6 " 14 , the sugar 13 41 , were incorporated in a 2-5A core derivative by sulfur oxidation of phosphite intermediates.
We now wish to report the synthesis of the individual diastereoraers of a 2-5A core analogue, containing one phosphorothioate linkage between the middle-and the 2'-terminal adenosine unit, and the corresponding 5'-phosphorylated analogues by a modified phosphotriester approach.
RESULTS AND DISCUSSION
Preparation of a phosphorothioate containing analogue of 2-5A core
The synthesis of the fully protected 2',5'-linked riboadenylate trimer 6a is outlined in Scheme 2. The assemblage of trimer 6a was accomplished by ning pure trimer were pooled and concentrated to a small volume. After repeated coevaporation with sterile water, the purified compound was converted into its sodium salt by passing it over a column (1.5 x 5 cm) of Dowex 50W cation-exchange resin (sodium-form). The pH of the resulting aqueous solution was adjusted to 7.00 and the solution was lyophilized and relyophilized from D2O ( 3 x 2 ml).
Deblocking and purification of trimer 6a
Compound 6a was deblocked and purified as described above. Compound 9_ (150 mg; 0.07 mmol) was dissolved in dioxane (4 ml) and triethylamine (2 ml) and water (0.5 ml) were added. TLC-analysis, after 1 h, indicated complete conversion of the starting compound into baseline-material. The reaction mixture was evaporated to near dryness an coevaporated with pyridine (5 x 20 ml). Further deblocking and purification was carried out as described above, omitting the acetic acid treatment. Figure 1 .
